Since Laurence and Moon published their original paper in the Ophthalmic Review of 1866, describing four cases in a family of ten, there have been quite a number of cases published, and, on looking through a publication like Brain, I think it is probable that other cases have been seen, but their relationship to the typical syndrome has been missed. It was only in 1922 that Biedl showed the true inter-relationship of the different symptoms, and so justified the inclusion of his name in the title.
The patients shown are two of a family of four. The father and mother are normal and all their near relations are normal. The other two children are a girl aged 11 and a boy aged 7, both of whom are said to be normal in appearance and vision.
G. M., the elder boy, aged 14, has very defective vision, L. A, with vertical nystagmus, not increasing on lateral or vertical deviations, but, on attempts at ophthalmoscopic examination, becoming much more rapid. There is occasional headnodding when the patient is excited. Pupil reactions are normal. Ophthalmoscope examination is very difficult, but there are undoubted retinal defects. There is marked obesity. The little finger of the left hand seems to have one carpal bone missing, and the fingers are tapering. The right hand seems normal, with tapering fingers. (Skiagrams bave not yet been taken.) The patient has the normal number of toes, but the three outer toes on each foot are shortened. His palate is high and arched. The father thinks the visual trouble began about a year ago, but he has had difficulty with the blackboard since the age of 10. He is mentally very much retarded.
The younger boy, aged 12, shows the same defective vision; a nystagmus mainly horizontal, or oblique, with a rotational element in it-very irregular in incidence and accompanied by head-nodding much more obviously than in the elder brother. The pupils are active. Ophthalmoscopic examination is difficult, but in his case also there are obvious retinal defects. Mentally he is very backward. The obesity is as marked as in the elder brother. The hands show the tapering fingers, and have the scars where two extra fingers were removed at the age of 2 years. He has six toes on each foot. The other two children in the family, aged 11 and 7, are normal mentally and physically and have good sight.
There are present then, in these boys, the main symptoms that constitute the syndrome. The disease is familial. The primary disturbance must take place in very early foetal life, and, in fact, probably begins with a disarrangement of genes. It affects both epiblastic and mesoblastic structures. The polydactyly and the obesity show at birth. The visual disturbance is varied in character but is always retinal. The fovea may be the mainly affected area and the changes may vary from slight macular stippling to large " macular colobomata." Or the retina in general may be affected and show all types of gradation, from slight retinal atrophies with little pigment disturbance, up to conditions which can only be described as typical retinitis pigmentosa. Consequently, night-blindness is not an uncommon symptom. Nystagmus is mentioned in several cases, but is not universal. It is more likely to be seen in cases in which the macular defects predominate. In Willi's cases (two of the three patients were sisters) there was nystagmus and the macula lutea was said to be undeveloped; there were webbed fingers and toes. There was definite hypogenitalism and there was an enlargement of the sella. Dark adaptation and colour vision were very defective.
In a case described by Bailliart and Schiff Wertheimer there was such excessive desire for food that the mother had to lock away everything edible. In the subsequent discussion on this case Morax expressed the opinion that the cases were due to intra-uterine syphilis occurring early in fcetal life, even though the Wassermann reaction might be negative.
It would take us too far to go into the question of all the allied conditions--such as Frdhlich's syndrome, and the juvenile form of cerebromacular diseasebut I may call attention to Sorsby's paper in the British Joutrnal of Ophthalmology, 1935, on the association of macular colobomata with skeletal defects. Nearly all the cases indexed in Nagel's Jahresbericht in recent years are under the heading of "hypophyseal defects," and Weill and Sayeur, in a paper published in the Bulletin of the Ophthalmological Society of Paris, found an increase in the anterior lobe hormone and a deficiency in both the posterior lobe hormone and the testicular hormone. So there is a common tendency to ascribe the symptoms as primarily to pituitary disturbance and all efforts at treatment have been focused on the region of the sella. I think, however, that, though all the cases show evidence of hypopituitarism, the primary defect must, as I have said, date back to the very beginning of foetal life and be due to disturbances in the relationship of the genes in one or more chromosomnes.
MR. ARNOLD SORSBY said that although, as Mlr. Paton had pointed out, Morax considered that the lesions were of congenital origin, there was no basis for that view. The vast majority of recorded cases were "familial," and in none of the recorded cases was there anything abnormal in this way in the antecedents. The condition was a recessive. In the cases recorded in the literature consanguinity was present in about 30%, a tremendous proportion, bearing in mind that among the general population consanguinity was present in only 0 5 per cent. In an affected family one would expect not more than 25 per cent. of the children to be affected.
Mr. Paton had spoken of the fundus appearances in these cases, but, in his (the speaker's) view, he had stressed the diversity of the changes too much, for they fell into one group, namely pigmentary degeneration of the retina. This might be confined in some cases to the macula, in others it might be more extensive, involving the periphery also. What Mr. Paton spoke of as " colobomata" were really stages of that degeneration in which the retina and underlying choroid had been destroyed. The essential condition in these cases was a primary degeneration of the retina, with a varying degree of pigmentary disturbance. Optic atrophy was always present, but it required some time to become well established.
